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Schizophrenia associated gene, proteins and 
biallelic markers . 

Cohen, Daniel (1) ; Blumenfeld, Marta ; Chumakov, Ilya; 
Bougueleret, Lydie; Essioux, Laurent 
(1) Neuilly-sur-Seine, France France 
ASSIGNEE: Genset S.A., France 
US 6555316 April 29, 2003 

Official Gazette of the United States Patent and Trademark 
Office Patents, (Apr. 29 2003) Vol. 1269, No. 5, pp. No 
Pagination . http : / / www . uspto . gov/ web/menu/ patdata . html , 
e-f ile . 

ISSN: 0098-1133. 
Patent 
English 

The invention concerns the human g3 5 03 0 gene, polynucleotides, 
polypeptides biallelic markers, and human chromosome 
13q31-q33 biallelic markers. The invention also concerns 

the association established between schizophrenia and bipolar disorder and 
the biallelic markers and the g35030 gene and nucleotide 

sequences. The invention provides means to identify compounds useful in 
the treatment of schizophrenia, bipolar disorder and related diseases, 
means to determine the predisposition of individuals to said disease as 
well as means for the disease diagnosis and prognosis. 
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Polymorphisms at the G72/G3 0 gene locus, on 13q33 

, are associated with bipolar disorder in two independent 

pedigree series . 

Hat tori Eiji; Liu Chunyu; Badner Judith A; Bonner Tom I; 
Christian Susan L; Maheshwari Manjula; Detera-Wadleigh 
Sevilla D; Gibbs Richard A; Gershon Elliot S 
Department of Psychiatry, The University of Chicago, IL 
60637, USA., ehattori@yoda.bsd.uchicago.edu 
R01 MH59535 (NIMH) 
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AMERICAN JOURNAL OF HUMAN GENETICS, (2003 May) 72 (5) 
1131-40 . 

Journal code: 0370475. ISSN: 0002-9297. 
United States 

(JOURNAL ARTICLE) 
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Journal ; Article ; 
English 
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Entered STN: 20030422 
Last Updated on STN: 20030702 
Entered Medline: 20030701 
Linkage evidence suggests that chromosome 13 (13q32-33) contains 
susceptibility genes for both bipolar disorder and schizophrenia. 
Recently, genes called "G72" and "G3 0 n were identified, and polymorphisms 
of these overlapping genes were reported to be associated with 
schizophrenia. We studied two series of pedigrees with bipolar disorder: 
the Clinical Neurogenetics (CNG) pedigrees (in which linkage to illness 



ENTRY MONTH: 
ENTRY DATE : 



AB 



had been previously reported at 13q32-33) , with 83 samples from 
22 multiplex families, and the National Institute of Mental Health (NIMH) 
Genetics Initiative pedigrees, with 474 samples from 152 families. 
Sixteen single -nucleotide polymorphisms (SNPs) were genotyped at 
and around the G72/G3 0 locus, which covered a 157 -kb region encompassing 
the entire complementary DNA sequences of G72 and G30. We performed 
transmission/disequilibrium testing (TDT) and haplotype analysis, since a 
linkage-disequilibrium block was present at this gene locus. In the CNG 
and NIMH data sets, the results of global TDT of the entire haplotype set 
were significant and consistent (P=.0004 and P=.008, respectively). In 
the CNG series, the associated genotypes divided the families into those 
with linkage and those without linkage (partitioned by the linkage 
evidence) . Analysis of the decay of haplotype sharing gave a location 
estimate that included G72/G30 in its 95% confidence interval. Although 
statistically significant association was not detected for individual 
SNPs in the NIMH data set, the same haplotype was consistently 
overtransmitted in both series. These data suggest that a susceptibility 
variant for bipolar illness exists in the vicinity of the G72/G30 genes. 
Taken together with the earlier report, this is the first demonstration of 
a novel gene(s), discovered through a positional approach, independently 
associated with both bipolar illness and schizophrenia. 
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LANGUAGE : English 
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Last Updated on STN: 20030506 

AB We constructed a high-density map of single-nucleotide polymorphisms { 
SNPs) present within a 31-kb region of human chromosome 
13q31 that contains the human counterpart of the rabbit ITR gene, 
which encodes a rhodopsin-like G protein-coupled receptor associated with 
vascular remodeling. The elements of human ITR cDNA were distributed in 
27,452 bp of genomic DNA; the nine exons ranged in size from 50 bp to 2271 
bp, with an average size of 392 bp. We isolated a total of 22 
SNPs from the ITR locus by systematically screening genomic DNA 
from 4 8 healthy Japanese individuals; three SNPs were present in 
the 5' flanking region, two in coding elements, 12 in introns, and five in 
the 3 1 untranslated region. By comparing our data with SNPs 
deposited in the dbSNP database in the National Center for Biotechnology 
Information, 19 of the 22 SNPs (86%) were considered to be 

novel. The map presented here should help in evaluating the role of human 
ITR in cardiovascular diseases, in other diseases mapped to this segment 
on chromosome 13q31, and in a variety of pharmacogenetic 
effects . 
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Stefansson K; St Clair D 

DeCODE Genet, Sturlugata 8, IS- 101 Reykjavik, Iceland 
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Univ Hosp Reykjavik, Dept Psychiat, Reykjavik, Iceland; 
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AMERICAN JOURNAL OF HUMAN GENETICS, 
No. 1, pp. 83-87. 

Publisher: UNIV CHICAGO PRESS, 1427 E 60TH ST, CHICAGO, IL 
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ISSN: 0002-9297 . 
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English 
32 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Recently, we identified neuregulin 1 (NRG1) as a susceptibility gene 

for schizophrenia in the Icelandic population, by a combined linkage and 
association approach. Here, we report the first study evaluating the 
relevance of NRG1 to schizophrenia in a population outside Iceland. 
Markers representing a core at-risk haplotype found in Icelanders at the 
5' end of the NRG1 gene were genotyped in 609 unrelated Scottish patients 
and 618 unrelated Scottish control individuals. This haplotype consisted 
of five SNP markers and two microsatellites , which all appear to 
be in strong linkage disequilibrium. For the Scottish patients and control 
subjects, haplotype frequencies were estimated by maximum likelihood, 
using the expectation-maximization algorithm. The frequency of the 
seven-marker haplotype among the Scottish patients was significantly 
greater than that among the control subjects (10.2% vs. 5.9%, P = .00031). 
The estimated risk ratio was 1.8, which is in keeping with our report of 
unrelated Icelandic patients (2.1). Three of the seven markers in the 
haplotype gave single-point P values ranging from .000064 to. 0021 for the 
allele contributing to the at-risk haplotype. This direct 
replication of haplotype association in a second population further 
implicates NRG1 as a factor that contributes to the etiology of 
schizophrenia . 
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genes, polynucleotides, polypeptides biallelic markers, and 
human chromosome 13q31-q33 biallelic markers. The 

invention also concerns the association established between schizophrenia 
and bipolar disorder and the biallelic markers and the sbgl, 
g34665, sbg2, g35017 and g35018 genes and nucleotide sequences. The 
invention provides means to identify compounds useful in the treatment of 
schizophrenia, bipolar disorder and related diseases, means to determine 
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disease diagnosis and prognosis. 
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AB The invention concerns the human g3 503 0 gene, polynucleotides, 

polypeptides biallelic markers, and human chromosome 

13q31-q33 biallelic markers. The invention also 

concerns the assocn. established between schizophrenia and bipolar 
disorder and the biallelic markers and the g35030 gene and 
nucleotide sequences. The invention provides means to identify compds . 
useful in the treatment of schizophrenia, bipolar disorder and related 
diseases, means to det . the predisposition of individuals to said disease 
as well as means for the disease diagnosis and prognosis. 
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